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S3.2

Risk of Bias assessment

Two studies were open-label trials and, as such, blinding of participants or investigators was
not possible. A further three studies were placebo-controlled trials that additionally
investigated alternate dosing schedules; while participants and investigators were blinded
to drug assignment, they could not be blinded to regimen assignment. One study contained
a ‘no pill” arm that could not be blinded in addition to a placebo arm. Two studies had
unclear risk for reporting bias due to the fact that study protocols were not available. Figure
S1 represents the review authors' judgements about each risk of bias item for each included
study.

Figure S1. Risk of bias summary
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Figure S2 represents the review authors' judgements about each risk of bias item presented
as percentages across all included studies.

Figure S2. Risk of bias graph
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Efficacy
Figure S3. Meta-analysis: HIV acquisition, all trials (PrEP versus placebo or no drug)
Prep No PrEP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baeten 2017 13 2600 52 2613 12.1% 0,26 [0.14, 0.45]
Choopanya 2013 17 4843 33 4823 12.2% 0.51 [0.29, 0.97] —]
Grant 2010 36 1667 64 1658 13.5% 0,56 [0.37, 0.54] —
Grohskopf 2013 o 402 30388 2.7% 014001, 273 4
Hosek 2013 0 9 0 9 Mat estimahle
Kibengo 2013 ] 16 ] g Mot estirmable
Mazzarro 2015 113 2107 B 1308 14.1% 1.17 [0.86, 1.58] T
MeCarmack 2015 3 288 20 245 FT% 0.14 [0.04, 0.47] —_—
Molina 2015 2 720 14 217 B.2% 0.14 [0.03, 0.60]
Mutua 2012 ] 16 1 5 21% 048001, 3.81] 4
Peterson 2007 ik B 241 57% 0.34 [0.07, 1.68] —
Thigpen 2012 a 70 3/ 706 11.1% 0.24 [0.12, 0.50] ——
WanDarmme 2012 33 T02 3|/ OTOE 131% 0.95 [0.60, 1.51] —
Total (95% CI) 13824 12935 100.0% 0.41 [0.26, 0.67] <
Total events 228 323
Heterogeneity, Tau?= 0.40; Chi* = 47.95, df = 10 (F = 0.00001); F= 79% b o 4 o0
Testfor overall effect: £= 3.61 (F=0.0003) ’ Favﬁurs [FIEF] Favours [No PrEF]
Figure S4. Meta-analysis: HIV acquisition in heterosexual participants, PrEP versus
placebo, all trials
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup _ Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Mazzaro 2016 113 2107 B0 1308 37.6% 1.17 [0.86, 1.59]
Peterson 2007 2 233 B 241  83% 0.34 [0.07,1.69]
Thigpen 2012 9 750 24774 221% 0.39[0.18, 0.83] —
vanDamme 2012 33 702 35 706 32.0% 0.95 0,60, 1.51]
Total (95% CI) 3792 3029 100.0% 0.77 [0.46, 1.29]
Total events 157 125
:ierf;ogenelwl.lT?ru I:ZU_1 60 ;:QhIP:—atlT;z' df=3(P=003); F=66% ot o1 ] 0 o0
estfor overall effect: Z=0.88 (P=0.32) Favours [PTEP] Favours [control]
Figure S5. Meta-analysis: HIV acquisition in heterosexual participants, PrEP versus
placebo, studies with low (<80%) adherence
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rand 95% CI M-H, Random, 95% CI
Mazzarro 2015 113 2107 60 1308 60.8% 1.17 [0.86, 1.59)
Peterson 2007 2 233 6 241  39% 0.34 [0.07, 1.69]
VanDamme 2012 33 702 35 706 353% 0.95 [0.60, 1.51]
Total (95% CI) 3042 2255 100.0% 1.03 [0.75, 1.43]
Total events 148 101
Heterogeneity: Tau®= 0.02; Chi*= 2.53, df= 2 (P= 0.28), F= 21% U 01 t 1 140 1005

Test for overall effect Z=0.21 (P=0.83)
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Adherence

Figure S3 compares efficacy and adherence (measured by plasma drug concentration of
participants, or plasma drug confirmation of self-reported adherence; n=7 trials). A

regression model yielded a R of 0.92 (p<0.001).

Figure S6. Efficacy as a function of adherence
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Caption: Only trials that reported plasma drug concentrations contributed to anlaysis: (Baeten 2012 (Partners PreEP),
Choopanya 2013 (Bangkok Tenofovir Study), Grant 2010 (iPrEx), Mazzarro 2015 (VOICE), McCormack 2015 (PROUD),

Molina 2015 (Ipergay), Thigpen 2012 (TDF2 study), VanDamme 2012 (FEM-PrEP)
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Safety
Figure S7. Meta-analysis: ‘any adverse event’, PrEP versus placebo
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baeten 2012 2712 3183 1350 1584 201% 1.01[0.88, 1.03] .
Choopanya 2013 1098 1204 1083 1209 19.6% 1.02[0.99,1.04]
Grant 2010 867 1251 877 1248 10.3% 0.99[0.94,1.04]
Kibengo 2013 45 48 23 24 31% 0.98 [0.88, 1.09] h
Mazzarro 2015 1088 2010 596 1009 7.5% 0.92[0.86, 0.98] “
Molina 2015 186 199 181 20 8.7% 1.04[0.88,1.10]
Mutua 2012 39 48 18 24 0.6% 1.08[0.83,1.42] T
Peterson 2007 320 427 310 432 5.4% 1.04[0.86,1.13] r
Thigpen 2012 557 611 536 BOB 145% 1.03[1.00, 1.07]
WanDamme 2012 760 1025 747 1033 10.2% 1.03[0.97,1.08]
Total (95% C1) 9986 7372 100.0% 1.01[0.99, 1.03]
Total events 7672 a7

Heterogeneity: Tau®=0.00; Chi*= 1546, df=9 (P = 0.08), F= 42%

" ~ 0.01 01 10 100

Test for overall effect: Z=0.89 (P = 0.37) Favours [PTEP] Favours [control]
Figure S8. Meta-analysis: ‘any adverse event’, tenofovir/emtricitabine versus
tenofovir

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Baeten 2014 2016 2212 2010 2215 91.3% 1.00[0.99,1.02]

Mazzarro 2015 599 1003 489 1007 487% 1.23[1.13,1.33)

Total (95% CI) 3215 3222 100.0% 1.11[0.87, 1.42]

Total events 2615 2499

Heterogeneity: Tau®= 0.03; Chi*= 35.27, df=1 (P =< 0.00001);, F= 97% T T 10 100

Testfor overall effect Z=0.81 (P=0.42)

0.1 1
Favours [TDF+FTC] Favours [T|

DF]

Figure S9. Meta-analysis: serious adverse events, PrEP versus placebo
Prep Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baeten 2012 233 3163 118 1584 16.8% 0.99 [0.80,1.22) -
Choopanya 2013 227 1204 246 1209 18.1% 0.83[0.79, 1.09) -
Grant 2010 60 1251 67 1248 13.3% 0.89 [0.64, 1.26] =
Grohskopf 2013 10 201 8 1989 4.3% 1.24 [0.50, 3.07] —
Hosek 2013 0 20 0 19 Mot estimable
Kibengo 2013 0 48 0 24 Not estimable
Mazzarro 2015 59 2010 68 1009 13.3% 0.44 [0.31, 0.61] -
Molina 2015 20 199 17 2001 TA% 1.19 [0.64, 2.20] —_1
Mutua 2012 1} 48 1] 24 Mot estimable
Peterson 2007 9 427 13 432 4.9% 0.70[0.30,1.62] —=
Thigpen 2012 55  BO1 51 599 127% 1.07 [0.75,1.59] -
VanDamme 2012 33 1025 23 1033 9.1% 1.45 [0.86, 2.49) T
Total (95% CI) 10197 7581 100.0% 0.91[0.74, 1.13] L
Total events 706 611

Heterogeneity: Tau®= 0.06; Chi*= 23.96, df= 8 (P = 0.002), F=67%
Testfor overall effect Z= 086 (P =039)
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Figure S10. Meta-analysis: deaths, PrEP versus placebo

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baeten 2012 16 3163 9 1584 158% 0.89[0.39, 2.01)
Choopanya 2013 49 1204 58 1209 75.9% 0.85[0.58,1.23]
Grant 2010 11251 4 1248  22% 0.25[0.03, 2.23] _
Grohskopf 2013 1 2M 0 183  1.0% 2971[0.12,72.48]
Hosek 2013 1} 20 0 19 Not estimable
Kibengo 2013 1] 48 0 24 Mot estimable
Mazzarro 2015 1} 0 0 0 Mot estimable
Malina 2015 i} 189 o 2m Mot estimable
Mutua 2012 1} 48 1] 24 Not estimable
Peterson 2007 1 427 1 432 1.4% 1.01 [0.06,1612]
Thigpen 2012 2 611 4 608 37% 0.50[0.09, 2.71) = o T =
Total (95% CI) 7172 5548 100.0% 0.83 [0.60, 1.15] ‘
Total events 70 76
Heterogeneity: Tau®= 0.00, Chi*= 218, df= 5 (P=0.82), F= 0% 'lD 01 U=1 1"0 1IJD=

Testfor overall effect Z=1.14 (P = 0.26) Favours [PTEP] Favours [control]
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Figure S11.  Meta-analysis: any drug mutation (acute HIV at enrolment), PrEP versus
placebo
TDFFTC Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

Eaeten 2012 3 g 1} 6 154% 5441033, 88.97]

Choopanya 2013 a 0 a 2 Mot estimable

Grant 2010 2 2 1 8 a0.4% 5.00[1.07, 23.46] i

Mazzaro 2015 2 14 1} 1 171% 067 [0.05, 9.47]

Thigpen 2012 1 1 1} 2 171% 45010032, 63.94]

Total (95% CI) 25 19 100.0% 3.53[1.18, 10.56] e

Total events g 1

Heterogeneity: Tau®= 0.00; Chi®=1.83, df=3 (P = 0.61), F=0% 01 g 0 100

Testfor overall effect 2= 225 (F=002)

Figure S12.

tenofovir/emtricitabine versus placebo

TODFFTC Placeho

Meta-analysis: emtricitabine mutation (acute HIV at enrolment),

TDFFTC Placebho Risk Ratio Risk Ratio
Stucy or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baeten 2012 1 3 i 6 14.0% 5.25[0.27, 100.56] »
Grant 2010 2 2 1 g 51.1% 5.00[1.07, 23.46] i
Mazzarro 2015 2 g a 1 17.6% 1.00[0.07, 13.87]
Thigpen 2012 1 1 a 2 17.3% 4.50[0.32, 63.54]
Total (95% CI) 15 17 100.0% 3.72[1.23, 11.23] -
Total events G 1

Heterogeneity: Tau®=0.00; Chi*=118, df = 3 (P =076} F=0%

Testfor overall effect: =233 (P =0.02)
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S3.4
Results from Thigpen 2012 (by gender)

Number of HIV infections and PrEP efficacy by gender

Tenofovir- Placebo Efficacy 95% CI p-value
emtricitabine | group
group
Female 7 14 49.4 -21.5, 80.8 0.11
Male 2 10 80.1 24.6,96.9 0.03

Cohort is modified intention-to-treat; note that disaggregated data on overall number of

male and female participants in each study arm not reported, precluding the evaluation of
absolute risk.

18

O Murchu E, et al. BMJ Open 2022; 12:€048478. doi: 10.1136/bmjopen-2020-048478



Supplemental material

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
placed on this supplemental material which has been supplied by the author(s) BMJ Open

Supplementary Material

$3.5 Adherence, as measured in primary studies

Study

Intervention

Adherence

Bekker 2018
(ADAPT Cape
Town)

Tenofovir/emtricitabine
(daily, time and event-
driven PrEP)

e 75% (7,283 of 9,652 doses taken) for daily regimen; 65%
(2,367 of 3,616 doses taken) for time-driven regimen and
53% (1,161 of 2,203 doses taken) for those event-driven
regimen by electronic drug monitoring.

Baeten 2012
(Partners
PrepP)

Tenofovir/emtricitabine
and tenofovir (three
arms: two active arms
and one placebo arm)

e  Factoring in missed visits, other reasons for non-
dispensation of study medication and non-adherence to
dispensed study pills, 92.1% of follow-up time was
covered by study medication.

e Among 29 subjects on the tenofovir and
emtricitabine/tenofovir arms who acquired HIV-1, 31%
had tenofovir detected in a plasma sample at the
seroconversion visit compared with 82% of 902 samples
from a randomly-selected subset of 198 subjects who did
not acquire HIV-1.

Baeten 2014
(Partners
PrEP)

Tenofovir/emtricitabine
and tenofovir (two active
arms)

e Study medication was taken by participants on 90.0% of
days during follow-up time (factoring in protocol-defined
study medication interruptions, missed visits, and non-
adherence to dispensed study pills, as measured by
monthly pill counts of returned study tablets).

e Among subjects who acquired HIV-1, the minority (14/51,
27.5%) had tenofovir detected in a plasma sample at the
visit at which HIV-1 seroconversion was detected,
compared with the majority (1,047/1,334, 78.5%) of
samples from a randomly selected subset of subjects
who did not acquire HIV-1.

Choopanya
2013
(Bangkok
Tenofovir
Study)

Tenofovir (daily)

e Adherence was assessed daily at directly observed
therapy (DOT) visits and monthly at non-DOT visits using
a study drug diary. On the basis of participants’ study
drug diaries, participants took the study drug an average
(mean) of 83.8% of days.

e  Plasma samples were obtained from 46 participants with
incident HIV infections the day infection was detected,
and from 282 HIV-negative participants to test for the
presence of tenofovir. Tenofovir was detected in one
(1%) of 177 participants in the placebo group and 100
(66%) of 151 participants in the tenofovir group.

e Inthe case-control analysis in participants assigned to
tenofovir, tenofovir was detected in the plasma of 5
(39%) of 13 HIV-positive participants and 93 (67%) of 138
HIV-negative participants.

Grant 2010
(iPrEx)

Tenofovir/emtricitabine
(daily)

e The rate of self-reported pill use was lower in the
emtricitabine—tenofovir group than in the placebo group
at week 4 (mean, 89% vs. 92%) and at week 8 (mean,
93% vs. 94%) but was similar thereafter (mean, 95% in
the two groups).

e The percentage of pill bottles returned was 66% by 30
days and 86% by 60 days.

e Among subjects in the emtricitabine—tenofovir group, at
least one of the study-drug components was detected in
3 of 34 subjects with HIV infection (9%) and in 22 of 43
seronegative control subjects (51%).
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Grohskopf Tenofovir (daily) Adherence was measured by pill count, medication event
2013 (CDC monitoring system (MEMS) and self-report; adherence
Safety Study) ranged from 77% (pill count) to 92% (MEMS).
Kibengo 2013 | Tenofovir/emtricitabine Median MEMS adherence rates were 98% (IQR: 93-100)
(IAVI Uganda | (daily or intermittent) for daily PrEP regimen, 91% (IQR: 73-97) for fixed
Study) intermittent dosing and 45% (IQR: 20-63) for post-coital
dosing.
There was no difference in adherence rates between
active and placebo groups, thus these two groups were
combined for the adherence analyses.
Hosek 2013 Tenofovir/emtricitabine Self-reported medication adherence averaged 62%
(Project (daily) (range 43—-83%) while rates of detectable tenofovir in
PrEPare) plasma of participants in the emtricitabine/tenofovir arm
ranged from 63.2% (week 4) to 20% (week 24).
Mazzarro Tenofovir (oral), 90% by self-report, 86% by returned products and 88% as

2015 (VOICE)

tenofovir/emtricitabine
(oral) and vaginal
tenofovir gel (all daily)

assessed with audio computer-assisted self-interviewing
(ACASI).

In a random sample, tenofovir was detected in 30%, 29%
and 25% of available plasma samples from participants
randomly assigned to receive tenofovir,
tenofovir/emtricitabine and tenofovir gel, respectively.

McCormack
2015
(PROUD)

Tenofovir/emtricitabine
(daily)

Overall, sufficient study drug was prescribed for 88% of
the total follow-up time.

Tenofovir was detected in plasma of all 52 sampled
participants (range 38-549 ng/mL) who reported that
they were taking PrEP.

Molina 2015
(Ipergay)*

Tenofovir/emtricitabine
(intermittent)

Median pills per month: 15 pills.

In the tenofovir—emtricitabine group, the rates of
detection were 86% for tenofovir and 82% for
emtricitabine, respectively, a finding that was consistent
with receipt of each drug within the previous week.
Tenofovir and emtricitabine were also detected in eight
participants in the placebo group, three of whom were
receiving postexposure prophylaxis.

Computer-assisted structured interviews also performed
to assess most recent sexual episode. Overall, 28% of
participants did not take tenofovir-emtricitabine or
placebo, 29% took the assigned drug at a suboptimal
dose and 43% took the assigned drug correctly.

Mutua 2012
(IAVI Kenya
Study)

Tenofovir/emtricitabine
(daily or intermittent)

There was no difference in adherence rates between
treatment and placebo groups, thus these groups were
combined for the adherence analyses. Median MEMS
adherence rates were 83% (IQR: 63—-92) for daily dosing
and 55% (1QR:28-78) for fixed intermittent dosing
(p=0.003).

Peterson
2007 (West
Africa Study)

Tenofovir (daily)

The amount of product used was estimated by
subtracting the number of pills returned from the
number dispensed, and dividing this number by the total
number of days in the effectiveness analysis.

Drug was used no more than 69% of study days.
Excluding time off product due to pregnancy, drug was
used for no more than 74% of study days.
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Thigpen 2012
(TENOFOVIR2
)

Tenofovir/emtricitabine
(daily)

The two groups had similar rates of adherence to the
study medication as estimated by means of pill counts
(84.1% in the tenofovir—emtricitabine group and 83.7% in
the placebo group, P = 0.79) and self-reported adherence
for the preceding 3 days (94.4% and 94.1%, respectively;
P=0.32).

Among the four participants in the tenofovir—
emtricitabine group who became infected with HIV
during the study, two (50%) had detectable levels of
tenofovir and emtricitabine in plasma obtained at the
visit before and closest to their estimated seroconversion
dates. Among a small sample who did not undergo
seroconversion, 55 (80%) and 56 (81%) had detectable
levels of tenofovir and emtricitabine, respectively.

VanDamme
2012 (FEM-
PrEP)

Tenofovir/emtricitabine
(daily)

At the time of study-drug discontinuation, 95% of
participants reported that they had usually or always
taken the assigned drug. Pill-count data were consistent
with ingestion of the study drug on 88% of the days on
which it was available to the participants.

In contrast, drug-level testing revealed much lower levels
of adherence. Among women with seroconversion in the
tenofovir—-emtricitabine group, the target plasma level of
tenofovir was identified in 7 of 27 women (26%) at the
beginning of the infection window (excluding six women
for whom the window started at enrolment), in 7 of 33
(21%) at the end of the window, and in 4 of 27 (15%) at
both visits. Among the uninfected control participants,
the numbers of women with target-level tenofovir were
somewhat higher: 27 of 78 women (35%) at the
beginning of the infection window, 35 of 95 (37%) at the
end of the window, and 19 of 78 (24%) at both visits.

Tenofovir = Tenofovir Disoproxil Fumarate
* non-daily regimen
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$3.6 Change in sexual behaviour/STI rates

Study Measure Outcome

Baeten 2012 e Having sex e Atenrolment, 27% of HIV-1 seronegative partners

(Partners PrEP) without a condom reported sex without condoms with their HIV-1
with HIV-positive seropositive partner during the prior month. This
partners in prior percentage decreased during follow-up (to 13% and
month 9% at 12 and 24 months) and was similar across the

e STl diagnoses study arms.

from sex acts e The proportion reporting outside partnerships and
outside who acquired sexually transmitted infections during
partnership follow up did not differ across the study arms.
Baeten 2014 Unreported
(Partners PreP)
Bekker 2018 (ADAPT | Unreported
Cape Town)
Choopanya 2013 e Druguse e Tenofovir and placebo recipients reported similar
(Bangkok Tenofovir behaviour rates of injecting and sharing needles and similar
Study) e Number of sexual numbers of sexual partners during follow up with no
partners interactions between time and treatment group.
e Overall, number of participants reporting injecting
drugs or sharing needles reduced over time.
e Sex with more than one partner decreased from 522
(22%) at enrolment to 43 (6%) at month 72.
Grant 2010 (iPrEx) e Number of anal e Sexual practices were similar in the two groups at all
sex acts time points.
e Proportion ofanal | ¢ The total numbers of sexual partners with whom the
sex acts with a respondent had receptive anal intercourse decreased,
condom and the percentage of those partners who used a
e STl diagnoses condom increased after subjects enrolled in the study.
e There were no significant between-group differences
in the numbers of subjects with syphilis, gonorrhea,
chlamydia, genital warts or genital ulcers during
follow-up.
Grohskopf 2013 Unreported
(CDC Safety Study)
Hosek 2013 (Project | Male-to-male e No significant differences among the three treatment
PrEPare) unprotected anal groups across visits.

sex acts e |Insignificant trend from baseline to week 24 of decreasing

unprotected anal sex acts across all treatment arms.
Kibengo 2013 (IAVI HIV behaviour e The median number of sexual partners in the past month
Uganda Study) change remained at 1 (IQR: 1-1) during the trial.

e No other HIV risk behaviours reported at baseline

changed during the trial
Mazzarro 2015 Unreported
(VOICE)
McCormack 2015 e  Number of e Total number of different anal sex partners varied widely
(PROUD) sexual between baseline and year 1. No significant difference

partners between groups at one year was detected.

e Incident STls e  Proportion with confirmed rectal chlamydia/gonorrhea
was similar in immediate and delayed arms (proxy for
condomless anal intercourse).

e Adjusted odds ratio for rectal chlamydia or gonorrhea:
1.00 (0.72-1.38) (adjusted for number of sexual health
screens)
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Molina 2015
(Ipergay)

e Total number
of sexual
intercourse
events

e  Proportion of
events
without a
condom

e  Number of
sexual
partners

e Incident STIs

Sexual practices did not change overall among the
participants during the study period as compared with
baseline: there were no significant between group
differences in the total number of episodes of sexual
intercourse in the four weeks before, in the proportion of
episodes of receptive anal intercourse without condomes,
or in the proportion of episodes of anal sex without
condoms during the most recent sexual intercourse.
There was a slight but significant decrease in the number
of sexual partners within the past two months in the
placebo group as compared with the tenofovir—
emtricitabine group (7.5 and 8, respectively; p = 0.001).
The proportions of participants with a new sexually
transmitted infection (of the throat, anus, and urinary
tract combined) during follow-up were similar, with 41%
in the tenofovir—emtricitabine group and 33% in the
placebo group (P =0.10).

Mutua 2012 (IAVI
Kenya Study)

HIV behaviour
change

The median number of sexual partners in the past month
increased from three (IQR 2—-4) at baseline to four (IQR 2—
8) at month 4 during the trial.

Because there may have been underreporting of sex
partners at baseline, authors also compared the median
number of sexual partners month 2 (4) and at month 4

(4).

Peterson 2007
(West Africa Study)

e Condom use

at last sex

e Number of sex
acts

e  Number of
partners

During screening, participants reported an average of 12
coital acts per week with an average of 21 sexual partners
in the previous 30 days (including 11 new partners).
During follow-up, participants reported an average of 15
coital acts per week, with an average of 14 sexual
partners in the previous 30 days (six new partners). Of
note, most participants in this study were sex workers.
Self-reported condom use increased from 52% at
screening (average across all sites during the last coital
act prior to screening) to approximately 92% at the
enrolment, month 3, month 6, and month 9 visits, to 95%
at the month 12 visit (for acts occurring during the last
seven days). The average condom use during the follow-
up period was 92%.

Thigpen 2012
(TENOFOVIR2)

e Protected sex
episodes with

The percentage of sexual episodes in which condoms
were used with the main or most recent casual sexual

main/ most partner was similar in the two study groups at enrolment
recent casual (81.4% [range, 76.6 to 86.4] in the tenofovir—
partner emtricitabine group and 79.2% [range, 71.6 to 87.6] in the
e  Number of placebo group, P = 0.66) and remained stable over time.
sexual The reported number of sexual partners declined in both
partners groups during the course of the study.
VanDamme 2012 e  Number of There was no evidence of increased HIV risk behaviour
(FEM-PrEP) partners during the trial, with modest but significant reductions in
e Sexacts the numbers of partners (mean reduction, 0.14; P<0.001
without a by paired-data t-test), vaginal sex acts (mean reduction,
condom 0.58; P<0.001), and sex acts without a condom (mean

e  Pelvic STIs

reduction, 0.46; P<0.001) reported by women at the last
follow-up visit, as compared with seven days before
enrolment.
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e  Fewer than half the study participants agreed to undergo
a pelvic examination. There were no significant between-
group differences in the prevalence of pelvic STls.
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